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ABSTRACT : PROBLEM TO BE SOLVED: To obtain a safe and effective hair growing and restoring 
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SOLUTION: This hair growing and restoring agent contains a specific inhibitor against a 

protein kinase C (e.g. polymyxin B) having >3.0, preferably 3.0-1 0 9 of a ratio 

of a 50% inhibiting constant against protein kinase A to a that against protein kinase C in 

an amount of 10" 6 -10wt.% as a single substance or a mixture. This agent can 

be prepared to a liquid state such as a hair liquid, a hair tonic or a hair lotion, or a solid 

state such as an ointment or a hair cream. This agent is precutaneously administrated 

daily in an amount of 0.5-5mL, preferably 1 -3mL per one time in a frequency of single time 

top several times for an adult as a tonic containing the hair growing and restoring agent. 
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ummxnmM) ... 

life* 1 3 rax-f ^^--fe'c^MWte^ii-ffi-^ 

-4fCc7)5 0%IS*5£i!ck?)Jt# i 3 . OfeLkT'&STn 

Of-i tf AO 5 6%ffl*5£ffcfc:rD7M 

— lfC<a5 0%ffl*5SKfctf>ifc#3. 0M10 8 X'h 

h To tM fefRMFWC* 5 . It^ 1 lE«tf>W 

^J. ...... : , 

[»*JI4 3 7-07M >= J f^— tf C##|&|K#^V 7* 

— t'c (7)3 0 %®mm&k. ©jfcFxb a> 4 1 o*'x'hi 

[il^Jl 5 ] 7af^ if C#PIWPI^W**. # 

. a^W{=^§H^^^S(ffL&rn^>f tf 
an. 

[000 13 

[«WOJR-r*8»#»] *HW7-of^ J"**— if 
[00 0 23 

3-T5>/^W h-adf-^-4- [4-<yyM;i- 

tfi^8&>f&&&1/mt& k <r>§mtffo&tf ( e p 6 6 3 
3 9 3 Al), iraf^f >df ^— tfffiWWliro-r 

a 1— »f c ( jut. p k c t mt ) Raw^i± t mm 

C7Df-<^t-fe'A (JUT. PKAi;B&-T) <7)ffi«: 

[00033 *a»WWK)*fc:*jv^T . P K co?£tt 

is-T^^T-Yizx&m^smftm*. pkchww 

X"h& H-7 Cl-(5-Isoquinolinylsulfonyl)-2-raethyl 
piperazineD #J5fRfc-$-&<r k*%J4>ilTl^ C^U-r-f 
•yi^a. • ho ix— (British Jo 

umal of Dermatology), 133 , 5. 686-693(1995)3 . U 
H - 7 « P K CBMfigtt k RBSfc: P K A<*>ffi#gtt£* 

IO/TECHNOLOGY), 8, 732 (1990) j . 
[00 043 

^T. 1 2- O-r-h 7 tfn 4)1-7 )V- 13- 



fitifS^^ilTV^V* C British Journal of Dermatol o 
gy, 133 , 5, 686-693(1995)3 . 

[00053 *wmc*»v*r v p k ca«FS§ttk ps*: 
PKA^if^fu^i^yDf-f -if®* 
sy-m^ 1 l t>ft&tt&miitm-e% i% pkc# 

S^/**^] T-feVN'^{iPKCiaWvS1±k|5imcP 

[00063 Zi\£X\ W^mSr*-rS PKCtlW 

K C#JIWIS^J2:#t^^^WW£*ifc-$ & 
ZtX'foh* 

[0 00 73 ; ^ 

<f c «F^RffiiK fc -frtr ^^M^mM-¥,t "I ^ 

47nf-f effl-WftlX-fo *) . PKC ffi^Sttk 

P K Afi*«tt*«Tfc:iir$-P K cm»gttiBsafefe i 
l^P K AfflWiSffiSSSrCSjeLfc k # . P K Act) 5 0 
«BI*5a» (JUT. PKA- I C 50 kBS-T) kPKCCO 
5 0%PB.*3@R («T, PKC-IC 50 kB&-T) OJt 
(i^T, PKA- I C 60 /PKC - I C 50 kB&-T) 

3 . 0PJ±X'hZ7ufl x*t-4£mm$*>&> 

[00083 P K AfflWvSftO^V^ax-f ydr-^— Hf 

sisrr#*v^^) x Kft itsitioPKA-i c 

50/PKC- IG 60 c7>tt{ife±3i-?-l O 9 k^-5.**- * 
^©7nf^ V^^— fe'lS^Jti. PKA-IC 50 / 
P K C - I C 50 <?>m& 3 KLkT-*tLlf . MmX'Z SPK 
A- I C 5C /PKC- I C 60 <^HilcB8^§n*t>^"ni 

[0 0093 *^ B JT'iri L^ruy-J >*i~— fe'ffiW 
?PJk LTJi, PKA- I C 50 /PKC- I C 5D **1 0^ 

h 1 09 ©rof-f mmmthw hz. ttfx 
( 1 ) PKcfiWMeanjga 

PKC<offi«gttoSB5ett. W\\h<nrHmVJ^—)-)V 

• *7 ■ i^^XlVfUV ■ dr^Xh U — (Journal of Bi 
ological Chemistry), 257, 13341 (1982)3 (cSPtTfl 
oZttfX'Zh. 

[0 0 1 03 2. 5jumo 1 iS7/*y>^A s 50ju 
gt^hy^^nil S (v-^VttS) . 20;ug** 
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h U ( p H 7 . 5 ) Sr'*tf 2 5 0 1 

■c i o i w«t**ipi ; 3 bxrc3#RK 
h-r&. 

[00.113-f 1 . 2 5 hmol [r 

_32p] AT P ( 5 — 1 Ox 1 0 3 cpm/n nib 1 ) 2:JD 
3 OlCT3$rtSPJ ^IWfcRie^ffV'^. 2 5 % h >J ? 

iVn-XWk ( XO. 45wm) { W&rmt 

K) tfsu 5%h y ?pn»grc4 Has»a. i^p 

[0 0 12] ifc; JJBi§fl*£t^*jD;i$rVVCfTlr>,- 

•Ot^fiSr^Tii-SoeWcO^l^ME* PKC05 0% 

las^ifc (pkc- i c 50 ) h-th, 

(2) PKAPiSF?gttS!I^ ; 

P.KA«Rl»i8tt«»eJ4;-.y* (Ku o ) £><9;frS; 

C><^f ^SXh y— (Biochemistry),: 64, 1349 (196 
9) ] t T ff 0 Z t tfX'Z h .. 

[00 13] 5 jumo'l h pH6. 
8), 2. 5/xmo lifB|-7^v"7A, 1 0 0//gb 
-Xh^-CTIIS (is^tm) . 0. 2 5 rim o 1 
c-AMP*$J:tf2 0 0*iga»* (?*(Kuo) ^> 

2 5 0^lc7)^tl0/zl<7)e?#^?gSrjDi.. 3 0X3 

t3#ibw y*^- h-rs . • • 

C0 0 143 ^fy=Sfa<-ht. 1. 2 5nmol fr 
-32 p] AT P ( 5— 1 O x 1 0 3 cpm/n mo 1 ) £Jn 
3 0'CT'3^U yKHtRfc&frV^ 2 5%h U ? 

>Wn-XM <#T*MX0. 4 5 um) (imFmk 

[ooi 5] iMm^mwaux.^x-n^K 
mm&zm%Lmmi:-r&. mmiztt lx 50% 

O&ffcffiSrjjr^i: ^wtjWtO^kiME* PKA05 0% 

i«ja!t(PKA-ic„) fcts; ■ 

[0016] 

HWffiW&lkLTfi, PKA-IC 60 /PKC-IC 6 o 
#3 . 0J2LhTft4TO7 i 'f y^-^faWWT**tff 
Vvffifcffli,**- 0fl;ti£, PKA- I c 50 

/pkc- i Csitf-z-frh io*X'hh~rttT'4 

IC 50 /PKC- ICso^'l 0Kl 0 3 tl>l.7'Df 

y* i— mmmzhif h z t h . 

[0 0 17] **W=SHWk L"C«, S^yyB, # 



^•r^7*^7=r ayy ( S/Vfy^y;. 
WlclH&Sii*****? & £ #-C'# ftv aE&HWcflF 

msm. mmm. &,mmm. vh^bi. 

7^;hi?ia, ?xyg|ts, ^ 4 

[0018] W^toJPJMti, 

-*cmmttommM£m&Lo&miX'&ni£b'<?>£o 

U 4 >y h* ; h - >y ^ . ^-v_a_^ B 

v^jj&hwtmm&wfhb.* 
WML . i o »»t 4 £ k -& . 

[0019 ] ^fSBH^W^W+ornr-f >^f^— bfC 
*fc tTji^l 0" 6 -10ll% (OT. #fcXiw* 

*i©wcii«ttffl*nT^tfe^>, w^miiibic.. x^ 
izxvmmzwtoLxi*^. 

[0 020] &mT)Vzi-)Vmb LT(i. ^'/-fen— 
[0021 ] g5jpMk Ltti, IHBSttJW. ^« 

tmmm, mm\. mmL warn* t?$.>m. ^ 

[0022] #®?S1±^lfc LTi±. i^xf-^-y 
(60) S-ffctv^Jflj, ^U^^-x^h-y ( 8 ) 
-f;ux-x;K iKU^S^x^y (10) jJ-W/Lo: 
-- t/^Wyi-f'J^yxfi/y (10), 
iK!)^yXfl/y(30) ^'J-feU^y^Th— 

h, ^yxfT'jyiv/^y, ^yxfryy^ 
y x f - y (30) ? V -fe u ;u , ^ y ^ i^ -i v gg-if y 
^v-x^i^y (20) V;Pb'^y, ^aMJJttWKxx 

B\*t/'j-i:»jy. ^y^^x^-^yj§7c9yy 

^y^^^xf-i^y(20)^y y yr;p3— *ry 
^v-x^-i^y (2 5) ^u-feU^to^^s-yR-f 
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[00 2 3 ] ®.WMt LTtt. h U ?onb KDdfi/v' 
7i-;n-f/K b ;k h'J^nfy, ? 

S^y'yy'/U:? y|£tii s 7x7=^ i^x? 

y . -9- y ^;HRs by tt-fkof^a =. 

»7A. S3fcsg3 0 1 -jf; tyahnm^-^th U 

[0024] KHkfiftiyWfc LT;< 7^b Kn^yT- 
V— /P. &^S?:rob/K x'j Y^b'y-B^tf&tf 4 

;K- b cry, ix h ^^-yWSWfctf 4>*i* . £ 

<^V7 x yyg, y* 5xy , ^9TS y£,&#i?x^- 

x^tvk w^-k ^9.x>*MtftR 2-x 

^/l^^y/Ux^fvK 2 - < 2-b Kndf 5 -X 

[o 0 2 5] mikmb lw. rv+wt-ymsf* v 

i >t H 5 $ ■ y*'7M TXky, l -jx y h->l-m& 
&if£>*i&.. . aaWHfc Uli,' K>7#9v-?-y3f- 1- 
* y ^§ e . ^^ijt tTti. L-bu 

U K y #;y;t;ygL b 7;yo >mi~ h y *7 A s a y K n 

[0 0 2 6] by* $ ypSt LTl±< SSdl-a-h3 7x 
n— /K dl-a-b37xn-/k' d-^-K37xn- 
/K b'^syE. xafylOy'/P, -^f-y^T5 

x-f-/K b'^y. ifilK'JK^j/y, ij*77t'y 
*fe3Kx**fc LTiiv ty7*'jx% 
-y-^i^x, xyy'yx^x v 7nxi^fX v 

[ 0 0 2 7 ] ^ydf-Mfc U£ r . hW7yfy^f, v-a 
^ 3 ^^y^ s ^y? i>x*>dHW#wr4»*i*.- ± 
leo^^'MSrn^Mi: LTffl^i J: TMfbfS 
ft#*»fcMV>* w #-C# & . Eft##MO»riJi: L 
Tii. 7-b'Jy,.iiK77 ^y, ms^v ttfttilik 7 
y"Jy, ^58L v^nrf-A^ftH 1 ^ ^fci 

Omrie^mjD^j. i^s/^-y^c7)¥Ub^J. x^/iyr/to— 

[0028] *SKJI<aW^tf>S44M;#i*, tm. m 

J&A— 0— HJfcW^J hx»/7J; LT0. 5- 5m 
1 . 1&£ t<{41~3m li^Hf— B— B^iSc 
UK OT, Htt0l % ##fl3L ttKHfc: 



[0029] 

[HiftMl - 

x^ 7*^ a — ;y 5 5 g, 1 , 3 - 7> 1> y^'D 3 — 

7s. n - TH+fi&A'f jy^f yxt7 u /vx^f^ 

0. 5g, -pj^yxfl/y (25) ^Ub>J;Wbn 
5 y^-f yxf7;'J yiy'xxf^o . 2 5 g 

[0030] 4fc;'# y s^^yBW (j/^vai) 

0 3 g.v ffi^7j<3 6 . 9 5 g fctafeiW*^- « 

— K tW^ >- -y ^ ( »Dc% 1 ) ^IIS Lfc . 
[0031] ^ifi0H 2 . h x -y ^ 2C0#M„ 
xf;P7;l-a-;!,90g, 1 , 3 -^f-V-y^y 3— 
5 g . n-t^)^)V9 5 y^(yxf7 y ;pxxf^ 
0. 5g. dfj^yxfl/y (25) ^y-by^ba 

s yM-f yxf7 y ysyxxf^o . 2 5 g . 
*;i/7txfyc ( mft^x^^^ltM ) 0. 03 
g.*%-fca^fltfP Li «5KASr.iH8Lfc: B»}RA{c 

-7? <ffl^2) ^misL^. 

[0032] HStM.3 . f^hx. y y 3-<0fflR. 
X^T^3-^7 7g, 1, 3 -7'f-lxy^'U 

10g. N -Tbf-^^^ S y-f yxf7 y^xxf 
;W0. 5g. >-Xfl/y (2 5) ^"JbU/Wb 

a^;^ 5 yi-^yxf7'J yiy'xxf^O. 2.5 

g. ^NV>5 M^-DL-#/p-^yi(gg? (y/7t 

») 3gs-^-t^mr#L. afiRAtiWLfc. 

»Afc««*9 . 2 5 g£JSH¥L$:#£Jo;ti£-fcLW 

-(IBAHI3-) Srl^iSlL^. 
[0033] ^56^4 ; 1- X -y y- 4 tf0#K. 
X^-;P7»;P a —)V1 0 g ; 1 , 3 - ^ l/> ^J tS ~)V 

1 0 g . N-7-fef/P^^ $ y-r yxf7 ij/pxxt 

71^0. 5 g. Jtr ^^df^X-^P-y (2 5) y-'D-fe'J^b 

ny;W s y^ yxf7 'J ySy'xxf ;w . 25 

Sbkl 8 . 2 5 g zmn L^r*^ Jp^i^-tc L W% h x 

[OO34]##091. PKC- I C 50 :fcJ:tfPKA 

- I C 50 OS!l5g 

S^rv-yBeSK, Tj/P^^-Xf-yC. ^NVPS h^/y 

- D L - #;yxf-yjl£i£fc J; ^ar-^^^/u 7^7^- 
a V ytcovvc. ?KCffliStt»gjgj3j:VPKAH 
«vSttM^^oT P K CK*Stt4i itf P K ARB.* 
SttSrSJ^L. PKC-IC 60 *iJ:tfPKA-re S o* 
^tf?3t. IfeS&SSlfHSSLfc. 

[003 5] 
[^1] 
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> 1 0 0 0 
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1 5 
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^?->ox^!) _>*'. 
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[00 36] ##fi?ij2. Xf^nXtfV 
xf^/;V3-^9 0g. 1, 3-^fUy/'j3-* 

5 g „ N-r-fef-;^';p^ 5 w yx-fT ^nxf^ 

0. 5 gfcitftf'J^i'X^y (25) ^U-feUvP 

* yg^ VAf 7 'J ySy'xxf/PO . 2 5 
g**I-£Lrt:?8£, x^nxrfcyyfci. x 10 
■ { £s 3 x 10- 6 g. 1 x 10- 5 .g, 3x 10-5 

«4fctti x i o-«gSHniU 

[0037] iil6JS«t»«*4 . 2 2g£J8#L£ 
* { ^ini.%— (ct. X^^nx^yvSrO. O 2mM 
(jHJ«ft5) % 0. 0 6/iM (ffij£«96 ) . 0- 2^M 
(mSMD . 0. 6;uM (I&J&BJ8.) , 2uM (m& 

[0038] KBftl 1 . v^X^ft«WBSBtfcjk«-*ffi 

mm. 

• #7 • f/^hni/*;!/ • O^—f- (Archives 
of Dermatological Research) , 284, 290-296(1992) ) 
Sr&^LTfro*;. IU*>, 4B^C3H7-7X (e* 

• 'jm-jcoma) <vn&8zmzmLL. m 

5 0 OJtMi/m 1 (?)f 4 X^— tf <^RSjt) i3 
«fctf 5%FCS£-&tfMEMt£ife CMinimum Essential 
Medium;: Eagle) t*4'C, 1 6BSB»SllLjfc. 

[003 9 ] immwKfr t> m&w®. l# 4>*ifc a& 

HSrO. 2 5%377t- fe'N-2 (frffl-fe'^f-^) 
<fct/l 0%FC SSr#tfDMEMtglfi CDulbecco's Mod 
ified Eagle Medium) T3 7XU Jt&B 

mm*%tz. tm&mm®.* 2125^0 ^cd:m 
x y ( a^ra-fk^sfiS) -craa, 1 0 0 

[0040] y MC fiJV^d^ ■ ~?y*is*7Jx 

7 0— PBS CDulbecco's Phosphate-Buffered Sal in 



e) mm&Mz., t^-y >*«^TjK»». 1 5^-fatf 

1 • 8»*if£fc BHROiMI** 3 @tg Oil L 

[0 04 1 ] .#4>*Ut%ffi«t 0 . l%EDTA-0. 

2 5%HJ7yy« (^7*3tH) fcjni., 3 7°CT5 
#IBttE3SL 1 0%FCS$r-g-tfDMEMiSiffiariDx. 

3 x 1 05/m 1 cOfflflajagO^MMIill&M^ililS L 

IS^^*ffl^5r2 4^3 7-^>3-b7 , ^~h 
(^(7^7Xt$5) Mml/-)x^fO}|iL, 3 
7*C. 5%C0 2 TT2 4B#H±glt£fi : - 5 *:. 
[004 2] igftflL MCDB1 53±gflfc (®mS5lMt 
fg) WH^a'Jy (i-^ttgl) 5mg/L, V 
•7XEGF (SSiS-H*) 5/zg/U fxTiftiiiJ 
«S (SXQHUIffiK) 40mg/L, thh^>-X7x>) 
y (is-f^im) 1 Omg/L, yW KnD-fVy 
(y/7ttS) 0. 4mg/L, 7n7-'Xfoy(a7 
^7T^7 'J-f-^-ttK) 0. 63/tg/L, O-* 
X*X?y-/UT$^ (v-i/^M) 14mg/L, X 

?y-/u7*$y (i^v|fci!i) 6. lmg/L, 

U> 50U/mU XKl/7h7>(^ 

<S8fclfc*l> 50/ig/m lfcilX^BJ-CV^PKC 
aWI«IS:*.tfDMSO»fflE <806fc**Ll/l OOfHK 
JPifc) ^aaiDLfciSift'vJSflKJftLs S^tes 3 7 

[ 0 043] Srfc, ±fB^fiStcfcv^T. PKCfaW3>J£ 
•^•trD M S 0?§?Sc7)ft*> 0 ^DM S OO^Sr 1 X 1 0 0 

K (Journal of Tissue Culture Method) , 9, 1,7-9 (1 
984) ) £##£*to*:. 



SDOCID: <JP_40931S947A_J_> 



(6) 



&M¥9-3 1 5 94 7 



[0044] tmik^mm^m3\L. somg/Lo- 

a-h7/H/7H ( S^V&g) feSHHb&MCDBl 
5 3&#rC3 7°C. 5%C0 2 T3*«g**£fT-jjfc. 

/Wi"7 A**tf 1 >^MT' 1 flfiffifei* ■ fflg 

tf 5 0 ( 0 . 4ml/W=2c 

[0045] MttffiMcT) 540 nmTOW^I^t 



P K A— I C H /PKC- I C B0 #3 Jt«J/Jv&V* 
rnf-f tfffiWWT £>& K 2 5 2 a&iTfx? 

[0046] 
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[0048] 88*012 . -?*7A<7)ft%tzm-&$)M. 

(The Journal of Dermatology) . 1 Oig, 4 5—5 4 
19 83$) Sr##(^ v^j^fcJ:4Jft^»jRoK 
lfc*frofe. %iaffiO*jhffi^3i^ 9il^<7>C 3H/H 
e S 1 catttV>X (— P4~5E) <7>W££SM^' 

i> * > t m%i/*-^-T&m% <m%L. mmm 1 ~ 

4 «t 2 Tfffg LfefflflRflf 1 ~ 9 - B— EL 

2 0 0 /z 1 -f^—izm^Lfc. 

[0049] ^bJJcDTotM b'ffiS^JSr-^W 

mmtent 1 8 b a v> wxvtogimzmfi l . wmm 
id %m^xig&&js&mizm-zftzm<?mmv>i 



[0 0 50] tt»^IB4*tJj:rf»5*^Lfc. 9§4 
U 3g5*T^L*:J: olz, P K A— I C 50 /PKC- 

1 c 50 offi#3i.;rF<?>rn7M tfMW^JA^»7 

[0051] 
[«4] 
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